unrestrained neurohumoral stimulation, leading to water and sodium retention (1) . Because the kidneys are responsible for fluid homeostasis, it is not surprising that renal function is one of the strongest predictors for outcome in HF, outperforming other prognosticators that directly reflect cardiac function (2) . The interdependence between the heart and the kidneys has been a topic of extensive research for decades. Intuitively, progressive renal dysfunction is often attributed to hypoperfusion of the kidney due to progressive impairment of cardiac output.
However, a drop in systemic blood pressure, venous congestion, and intra-abdominal pressure are hemodynamic parameters stronger associated with worsening renal function in heterogeneous populations with HF (3) (4) (5) (6) .
In this issue of the Journal, Hanberg et al. (7) provide further data to support the disconnect between cardiac output and renal function in a HF population with careful cardiac and hemodynamic profiling. Therefore, GFR is a complex interplay of hemodynamic factors and autoregulation mechanisms.
FILTRATION FRACTION AND TUBULAR SODIUM AVIDITY: THE BIGGER PICTURE
Although it seems appealing to finally end the tale on cardiac output and renal function, the bigger picture should not be missed. GFR has proven to be a very important prognostic marker, but it is probably Glomerular filtration rate (GFR) is kept constant over a wide range of renal arterial perfusion pressures by adapting the resistance of the afferent (adenosine) and efferent arteriole (renin). Therefore, comparable levels of GFR can reflect different situations. When renal perfusion is low, GFR is preserved, resulting in an increase of the filtration fraction (FF). This leads to higher oncotic and lower hydrostatic pressure in the peritubular capillaries, strongly facilitating sodium (Na þ ) and water reabsorption. The increased reabsorption of sodium in the proximal tubule reduces its availability to the macula densa, further stimulating renin release, which will increase the FF even more. Also, distal tubular flow will be lower, which enhances the response to aldosterone and impairs the action of natriuretic peptides (9) . RAAS ¼ renin-angiotensin aldosterone system.
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M A Y 1 7 , 2 0 1 6 : 2 2 0 9 -1 2 not a good target to improve outcome. Moreover, during effective decongestion and uptitration of renin-angiotensin blockers, a small GFR decrease has been associated with improvement in survival and less re-admissions for HF (10, 11) .
As the body aims to preserve GFR, the filtration fraction (FF), which is the ratio of GFR/RBF, will be altered. As a result, 2 comparable levels of GFR can reflect a different situation (Figure 1 Finally, an important obstacle in optimizing decongestive strategies in HF and the major shortcoming of the study of Hanberg et al. (7) is that only metrics of renal filtration function were analyzed.
Surely, GFR is an estimate of the renal "reserve" Belgium. E-mail: wilfried.mullens@zol.be.
